WO 99/32509 



- 31 - 



PCT/CA98/01184 



WE CLAIM: 



1 . A\ compound or pharmaceutically acceptable salt 
thereof\ having the formula 




O R 7 ^ 



wherein, 

R x and R 2 aral independently selected from the group 
consisting of: H,\|R, and Ari-, and where at least one of 
R x and R 2 is R and Neither are\ArR-, R x and R 2 together may 
optionally be a three to ^even \pember ring; 

are independently \ selected from the group 
consisting of: H, Rr; ArR- , and where at least one of R 3 and 
R 4 is R and neither are ArR- or Ar\ R 3 and R 4 together may 
optionally be a three to seven member ring; 



is selected from the group consisting of: H, R, 



ArR- , and Ar; 



R 6 is selected from the group consisting of: H, R, and 



ArR- ; 



WO 99/32509 



- 32 - 



PCT/CA98/01184 



R 7 \and R 8 are independently selected from the group 
consisting of: H, R, and ArR-; and 



R g is 



.2-r-, 



and wherein, 



10 
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R is defined as a saturated or unsaturated moiety 
having a linear, branched, or cyclic skeleton containing 
one to ten carbon atoms, zero to four nitrogen atoms, zero 
to four oxygen acorns, and zero to four sulfur atoms, and 
the carbon atoms asre optionally substituted with: =0, =S, 
-OH, -OR 10 , -O 2 CR 10 , \-SH, ^SRnr^SOCR 10 , -nh 2 , -NHR 10 , -N(R 10 ) 2 , 

-F, -CN, -C0 2 H, -C0 2 R 10 , 
pN ( R 10 ) 2 , - COSH , - COSR 10 , 
10 is a linear, branched 
ed or unsaturated alkyl 



-NHCOR 



10 ' 



•NR 10 COR 10/ 



-CHO, -COR 10 , -co: 
-N0 2/ -S0 3 H, -SORj, 
or cyclic, one to 
group ; 



X is dexin|ed as a moiety /selected from the group 
consisting oi 
-NH 2 , -NHR, -$T(R 




•C0 2 H, -C0 2 R, 

■COSR, -N0 2 , -SOkH, -SOR, aind -S0 2 R; 



0 2 CR, -SH, -SR, -SOCR, 
-I, -Br, -CI, -F, -CN, 
NHR, -CON(R) 2 , -COSH, 



Ar is deflied as an aromatic 
group consisting 



ing selected from the 
phenyl , / naphthyl # anthracyl , 
phenanthryl , f ^iryl , pyrrolyl , $miophenyl , benzof uryl , 



benzothiophenyl A quinolinyll 
thiazolyl, oxazolyl, and pyridij 
with R or X; 



Y is defined as 



soquinolyl , imidazolyl , 
optionally substituted 



selected from the group 



consisting of: a linear, saturated or unsaturated, one to 
six carbon alkyl group, optionally substituted with R, 
ArR-, or X; and, 
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Z \is defined as a moiety selected from the group 
consisting of: -OH, -OR; -SH; -SR; -NH 2 ; -NHR; -N(R) 2 ; 
-NHCH (R X1 ) €OOH; and -NRCH (R 1X ) COOH, wherein R L1 is a moiety 
having the\ formula : R, or - (CH 2 ) n NR I2 R 13 , wherein n=l-4 and 
R 12 and R 13 \ are independently selected from the group 
consisting o%: H; R; and -C(NH) (NH 2 ) . 



2 . The compound of claim 1 
naphthyl, anthfacyl, or pyrrolyl 



wherein Ar is phenyl, 



3. The compbund of cl^im 2 where R s is phenyl, naphthyl, 
anthracyl, o/r pyrrolyl. 



claim 




1, 



3 or 3 wherein R 3 and R 4 



are 

of: 



4 . The compound o > 

independently selected frlom the group consisting 
methyl, ethyl, n-propyl and n-butyl; or, R 3 and R 4 together 
are selected krorn the\group consisting of: /?-cyclopropyl , 
j3-cyclobutyl,\ Jp-cyclop^ntyl and £-cyclohexyl . 



,d of.« 

A 



5 . The compo 
independently selected 
methyl, ethyl, \propyl, n 
joined and form^moiety 



of ' clainto 1 - 4 wherein R x and R 2 are 
cm the/ group consisting of: H, 



acetyl; or, R x and R 2 are 
ejzfted from the group consisting 
of cyclopropyl, eye lobutyly^ eye 1 open ty 1 , and cyclohexyl . 

j 



6 . The compoundof 
independently: H, CH 3 or acetyl 



aims— 1^4— wherein R x and R 2 are 



7 . 
8 



The compound of^ any of cla\Lmo 3r= ^l wherein R L xs H, and 



xs 



-CH, 



- 1 ■ > wherein Z is: OH, 



The compound of any- of cl£ 
-0CH 3 , - NHCH ( R 1X ) COOH , or, -NCH 3 CH COOH, wherein R u is R, 
or - (CH 2 ) n NHC(NH) (NH 2 ) . 



(ay 
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9 . The compound of ^any Aims— wherein Z is OH or 

-0R 14/ where i\i R 14 is a linear or branched one to six carbon 
alkyl group, 

10. The compound of^ any of claim s — 7 wherein R 9 has the 
formula : 



*0 



10 



15 



■C-C=C\R lfi )C-0H 



^15 



wherein R 15 is selected from the group consisting of: 
methyl, ethyl, n -propyl, isopropyl, tert -butyl, iso-butyl, 
and sec-butyl; and RAis—seJLected from the group consisting 
of: H, methyl, / ethyl, pr^yl, iso-propyl, n-butyl, 
iso-butyl and sec/buti 



i ton. 



11. The compoun< 
R 16 is methyl . 

2 0 12. The compoun 



25 



0— 



30 



of claim 10 wheifein R 1S is isopropyl and 



otj any - X of ola time . 1 11 wherein R, is a 



three to six carbon, branched ^Lkyl group 

Clan 

any— e 



wherein R fi and R« 



/wherein R 6 is H, R 7 



13 . The compound ©f 
are independently: or CH 3 \. 

14 . The compound of ^ny^ of clhjjno 
is: -C(CH) 3 ) 3 , and ^ 8 is -CH 3 * 

15. The compound of .« any of — olajj.mq/'l 
are each R. 



16. The compound of any of — claims — £— £4 wherein R 3 and R 4 
are each -CH 3 . 



•3r4— wherein R 3 and R 4 



35 17. The compound of claim 16 wherein R s is phenyl. 
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npound of claim 17 wherein R 9 has the formula; 

\ 9 



19. A method &f preparing a compound as described in claim 
1 comprising tne step of : 

(a) coupling an amino acid having the formula: 




in which R 3 - are as ti^jjaedr-rnr^qlaim 1 and Q and T are 
selected from k»e group consisting of f\ R x and R 2 as defined 
in claim 1, and a protecting group; 

with a dipeptidk lhaving the formula: 




in which R 6 - R 9 are as defined in claim 1; 



5 and, where Q or T is a protecting group, the additional 
step of replacing the protecting group with R x or R 2 to form 
compound I; or, \ 
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(b) coupling a dipeptide having the formula; 

Ri ° R 7 



in which R 3 - R 7 arey as defined in claim 1 and Q and T are 
as defined abovef 



with an amino acid ha 



rmula : 



15 



35 




20 



in which R 8 arid R 9 are as defined ini claim 1; 

and, where Q or T is a protecting group, the additional 
25 step of replacing the protecting gfroup with R x or R 2 to form 
compound I . 



20. An amino acid suitable^ for use in the method of 
claim 19, having the formula: 

30 



+ 
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in which R 3 V- R S/ Q and T are as defined in claim 19. 

21. A dipepkide suitable for use in the method of 
claim 19, haviftg the formula: 




.OH 



in which R 3 - R 7 , Q and 1\ are as defined in claim 19, 




